Pariante
Pariante et al et al (2004) conclude that patients (2004) conclude that patients with first-episode psychosis have a larger with first-episode psychosis have a larger pituitary volume and those with chronic pituitary volume and those with chronic schizophrenia a smaller pituitary volume schizophrenia a smaller pituitary volume in comparison with the controls. However, in comparison with the controls. However, there are a number of factors that limit this there are a number of factors that limit this conclusion. conclusion.
First, normal variation in pituitary First, normal variation in pituitary volume: a large degree of variation is volume: a large degree of variation is observed in the morphology of anterior observed in the morphology of anterior and posterior pituitary in healthy individand posterior pituitary in healthy individuals (Fujisawa uals (Fujisawa et al et al, 1987) . Moreover, the , 1987) . Moreover, the variations may occur in the same individual variations may occur in the same individual if the measurements are repeated after an if the measurements are repeated after an interval (Brooks interval (Brooks et al et al, 1989) . Therefore, , 1989 ). Therefore, conclusions based on a single measurement conclusions based on a single measurement may be unreliable and at least two or three may be unreliable and at least two or three measurements should have been performed measurements should have been performed for better accuracy. for better accuracy.
Second, effect of gender and age: men Second, effect of gender and age: men tend to have smaller pituitaries, as mentend to have smaller pituitaries, as mentioned by Pariante tioned by Pariante et al et al, and the pituitary , and the pituitary size decreases with age (Brooks size decreases with age (Brooks et al et al, , 1989 ). In the study by Pariante 1989). In the study by Pariante et al et al the schizophrenia group contained a the schizophrenia group contained a significantly larger number of men and sigsignificantly larger number of men and significantly older people compared with the nificantly older people compared with the control group. These differences could be control group. These differences could be partially responsible for the smaller pituipartially responsible for the smaller pituitary size observed in chronic schizophrenia. tary size observed in chronic schizophrenia.
Third, failure to demonstrate the hyperThird, failure to demonstrate the hyperactivity of hypothalamic-pituitary-adrenal activity of hypothalamic-pituitary-adrenal (HPA) axis: the correlation between HPA (HPA) axis: the correlation between HPA axis and pituitary volume is purely speculaaxis and pituitary volume is purely speculative and Pariante tive and Pariante et al et al did not discuss the did not discuss the negative studies on the subject. Katona negative studies on the subject. Katona & Roth (1985) reported an abnormal & Roth (1985) reported an abnormal dexamethasone suppression response in dexamethasone suppression response in only 33% of patients (10 out of 30) with only 33% of patients (10 out of 30) with schizo-affective depression. schizo-affective depression.
Fourth, failure to measure the adrenal Fourth, failure to measure the adrenal gland size: adrenal gland hypertrophy has gland size: adrenal gland hypertrophy has been shown to correlate with hyperactivity been shown to correlate with hyperactivity of the HPA axis in depression (Nemeroff of the HPA axis in depression (Nemeroff et al et al, 1992) . Pariante , 1992) . Pariante et al et al did not measure did not measure the adrenal gland size, probably as the the adrenal gland size, probably as the study was not pre-planned and magnetic study was not pre-planned and magnetic resonance imaging data obtained for resonance imaging data obtained for another study were utilised. Measurement another study were utilised. Measurement of adrenal gland size would have added of adrenal gland size would have added more weight to the study findings. more weight to the study findings.
Another comment worth mentioning Another comment worth mentioning is that hyperactivity of the HPA axis is that hyperactivity of the HPA axis does not point to a specific diagnosis and does not point to a specific diagnosis and occurs in a large number of conditions assooccurs in a large number of conditions associated with stress. Therefore, this finding ciated with stress. Therefore, this finding alone has a limited role in diagnosis of a alone has a limited role in diagnosis of a particular condition. particular condition. (2004) comments, drawing attention to some of comments, drawing attention to some of the limitations of our study (Pariante the limitations of our study (Pariante et et al al, 2004) . Even though some of these , 2004). Even though some of these points had already been discussed in the points had already been discussed in the paper, we think it is helpful to reply to paper, we think it is helpful to reply to all comments. all comments.
We agree that there is a large degree We agree that there is a large degree of variation in the morphology of the of variation in the morphology of the pituitary. For example, in our sample pituitary. For example, in our sample approximately half the subjects had a approximately half the subjects had a 'concave' pituitary, and a third had a 'flat' 'concave' pituitary, and a third had a 'flat' pituitary. However, we have minimised pituitary. However, we have minimised the influence of morphology on the volume the influence of morphology on the volume measurement by tracing all coronal slices measurement by tracing all coronal slices where the pituitary was visualised. Dr where the pituitary was visualised. Dr Kumar also refers to the paper by Brooks Kumar also refers to the paper by Brooks et al et al (1989) showing intra-individual (1989) showing intra-individual changes in the brightness of the posterior changes in the brightness of the posterior bright signal, representing vasopressin bright signal, representing vasopressin released in the posterior lobe for fluids conreleased in the posterior lobe for fluids control. We did not analyse the brightness of trol. We did not analyse the brightness of the posterior bright signal, as we were not the posterior bright signal, as we were not interested in the regulation of fluids control interested in the regulation of fluids control in our sample. in our sample.
In our study there were significant difIn our study there were significant differences in age and gender between the ferences in age and gender between the groups. By definition, it was impossible to groups. By definition, it was impossible to have one single control that was comparhave one single control that was comparable to the young first-episode participants able to the young first-episode participants as well as to the older individuals with as well as to the older individuals with established schizophrenia, for both age established schizophrenia, for both age and gender distribution. However, we used and gender distribution. However, we used two strategies to control for these confountwo strategies to control for these confounders: first, gender and age (and whole-brain ders: first, gender and age (and whole-brain volume) were included as covariates in the volume) were included as covariates in the analysis; second, the results obtained from analysis; second, the results obtained from this analysis were further corroborated by this analysis were further corroborated by conducting separate tests comparing the conducting separate tests comparing the clinical groups (first-episode and estabclinical groups (first-episode and established) with selected control groups that lished) with selected control groups that had similar age and gender distribution. had similar age and gender distribution. Both strategies led to the same results, thus Both strategies led to the same results, thus demonstrating that the smaller pituitary demonstrating that the smaller pituitary volume in patients with established schizovolume in patients with established schizophrenia is not due to differences in age phrenia is not due to differences in age and gender distribution. and gender distribution.
We agree that the association between We agree that the association between increased pituitary volume and HPA axis increased pituitary volume and HPA axis hyperactivity is speculative, and we clearly hyperactivity is speculative, and we clearly stated this in our paper (see Limitations, stated this in our paper (see Limitations, p.10). Nevertheless, over 30 years ago p.10). Nevertheless, over 30 years ago Sachar Sachar et al et al (1970) found that patients (1970) found that patients experiencing a first-episode psychosis were experiencing a first-episode psychosis were more likely to present with HPA abnormalmore likely to present with HPA abnormalities, because of the distress associated with ities, because of the distress associated with the 'dramatic and ego-dystonic' nature of the 'dramatic and ego-dystonic' nature of this experience. Several studies have conthis experience. Several studies have confirmed that patients who are in the acute firmed that patients who are in the acute phase of a psychotic disorder, with florid phase of a psychotic disorder, with florid symptoms, newly hospitalised or unmedisymptoms, newly hospitalised or unmedicated, have elevated HPA axis activity as cated, have elevated HPA axis activity as shown by raised cortisol levels (Sachar shown by raised cortisol levels (Sachar et et al al, 1970) , non-suppression of cortisol secre-, 1970), non-suppression of cortisol secretion by dexamethasone in dexamethasone tion by dexamethasone in dexamethasone suppression test and in the dexamethasuppression test and in the dexamethasone/corticotropin-releasing factor (CRF) sone/corticotropin-releasing factor (CRF) test (Herz test (Herz et al et al, 1985; Lammers , 1985; Lammers et al et al, , 1995) , and elevated levels of CRF in the 1995), and elevated levels of CRF in the cerebrospinal fluid (Banki cerebrospinal fluid (Banki et al et al, 1987) . , 1987). Only patients who are clinically stable Only patients who are clinically stable and receiving treatment tend to have a norand receiving treatment tend to have a normal HPA axis (Ismail mal HPA axis (Ismail et al et al, 1998) . Indeed, , 1998). Indeed, 4 3 7 4 3 7 Katona & Roth (1985) , cited the study by Katona & Roth (1985) , cited by Dr Kumar, also reports, in the authors' by Dr Kumar, also reports, in the authors' own words, 'an increased frequency of own words, 'an increased frequency of HPA axis abnormality' in schizoaffective HPA axis abnormality' in schizoaffective depression. depression. We agree that our study would have We agree that our study would have been more complete if we had measured been more complete if we had measured the adrenal gland size. Indeed, measuring the adrenal gland size. Indeed, measuring hormonal levels would have been an hormonal levels would have been an important addition to the study. We will important addition to the study. We will take this advice into consideration in our take this advice into consideration in our future studies. future studies.
B R I T I S H J O UR N A L O F P SYC HI AT RY B R I T I S H J O UR N A L O F P S YC H I AT RY
Finally, we support Dr Kumar's view Finally, we support Dr Kumar's view that hyperactivity of the HPA axis occurs that hyperactivity of the HPA axis occurs in a large number of conditions associated in a large number of conditions associated with stress. Indeed, we suggested in our with stress. Indeed, we suggested in our paper that glucocorticoid resistance could paper that glucocorticoid resistance could be the molecular mechanism by which be the molecular mechanism by which stress induces HPA axis hyperactivity in stress induces HPA axis hyperactivity in patients with different mental disorders patients with different mental disorders (see Discussion, p. 8). We never suggested (see Discussion, p. 8). We never suggested that this biological abnormality could that this biological abnormality could have any diagnostic value. However, we have any diagnostic value. However, we believe that measuring specific biological believe that measuring specific biological markers can give us further insight into markers can give us further insight into the pathological mechanisms affecting the pathological mechanisms affecting the brains (and the bodies) of our the brains (and the bodies) of our patients. patients. 
CBT for psychosis CBT for psychosis
Although the study by Tarrier Although the study by Tarrier et al et al (2004) (2004) appears to be methodologically more rigorappears to be methodologically more rigorous than the similar study of cognitiveous than the similar study of cognitivebehavioural therapy (CBT) in post-acute behavioural therapy (CBT) in post-acute schizophrenia by Turkington schizophrenia by Turkington et al et al (2002) , (2002), I am a little confused by the authors' con-I am a little confused by the authors' conclusions. After clearly demonstrating no clusions. After clearly demonstrating no superior effect for CBT over supportive superior effect for CBT over supportive counselling on measures of symptom reduccounselling on measures of symptom reduction and relapse rates, the authors conclude tion and relapse rates, the authors conclude their paper by stating that they 'suggest that their paper by stating that they 'suggest that the optimum psychosocial management of the optimum psychosocial management of early schizophrenia would include a combiearly schizophrenia would include a combination of CBT and family intervention'. nation of CBT and family intervention'. Would it be rude to suggest that the authors Would it be rude to suggest that the authors take into account their own findings before take into account their own findings before making such a statement? It is also more making such a statement? It is also more than a little irritating that the authors refer than a little irritating that the authors refer to their sample as being diagnosed with to their sample as being diagnosed with 'early schizophrenia' throughout the paper. 'early schizophrenia' throughout the paper. Examining the inclusion criteria for this Examining the inclusion criteria for this study shows that patients were included study shows that patients were included who had schizophreniform disorders, deluwho had schizophreniform disorders, delusional disorders and unspecified psychoses. sional disorders and unspecified psychoses. Regarding the criterion for 'early', most Regarding the criterion for 'early', most clinicians would define the duration of clinicians would define the duration of schizophrenia from symptom onset to comschizophrenia from symptom onset to commencement of treatment (hence the concept mencement of treatment (hence the concept of the duration of untreated psychosis). of the duration of untreated psychosis). Unless the authors specify illness duration, Unless the authors specify illness duration, the criterion of 'early' cannot be asserted. the criterion of 'early' cannot be asserted. Thus, this appears to be a study of patients Thus, this appears to be a study of patients within 2 years of their first episode of nonwithin 2 years of their first episode of nonaffective psychoses and not those with early affective psychoses and not those with early schizophrenia schizophrenia per se per se. . the reported study, and chronic phases the reported study, and chronic phases (Pilling (Pilling et al et al, 2002) . Cognitive-behavioural , 2002) . Cognitive-behavioural therapy is a structured psychological treattherapy is a structured psychological treatment usually implemented from a manual, ment usually implemented from a manual, which makes it relatively amenable to which makes it relatively amenable to 'roll-out'; CBT has less impact on relapse 'roll-out'; CBT has less impact on relapse rates. Family interventions have been rates. Family interventions have been shown to have the benefit of significantly shown to have the benefit of significantly reducing relapse rates (Pilling reducing relapse rates (Pilling et al et al, 2002) . , 2002). Thus, combining both CBT and family Thus, combining both CBT and family interventions would appear to be the most interventions would appear to be the most parsimonious way of capitalising on these parsimonious way of capitalising on these developments to improve patient care by developments to improve patient care by reducing symptoms of psychosis and redureducing symptoms of psychosis and reducing risk of subsequent relapse. In addition, cing risk of subsequent relapse. In addition, both service users and carers have been both service users and carers have been increasingly vocal in wishing a greater increasingly vocal in wishing a greater range of interventions to be made available, range of interventions to be made available, including both psychological treatments including both psychological treatments and assistance for families. It is regrettable and assistance for families. It is regrettable that Dr Mitchell's comments implicitly that Dr Mitchell's comments implicitly appear to wish to deny them these further appear to wish to deny them these further options. With respect to his comment on options. With respect to his comment on our inclusion criteria for the trial, a first our inclusion criteria for the trial, a first episode of psychosis resulting in treatment episode of psychosis resulting in treatment by mental health services is an event that by mental health services is an event that can be identified with reasonable accuracy can be identified with reasonable accuracy (at least, much more accurately than emer-(at least, much more accurately than emergence of symptoms prior to this). As 80% gence of symptoms prior to this). As 80% of study participants had first-episode of study participants had first-episode illness using this criterion, the use of the illness using this criterion, the use of the term 'recent onset' is not unreasonable. term 'recent onset' is not unreasonable. The inclusion of those suffering from The inclusion of those suffering from schizophreniform psychosis, delusional disschizophreniform psychosis, delusional disorders and unspecified psychosis reflects orders and unspecified psychosis reflects clinical practice and conforms to conclinical practice and conforms to convention on large pragmatic clinical trials vention on large pragmatic clinical trials in having broad inclusion criteria to aid in having broad inclusion criteria to aid generalisation (see Johnson, 1998) . generalisation (see Johnson, 1998 
Depression intervention Depression intervention in resource-poor regions in resource-poor regions
Depression is recognised as a common proDepression is recognised as a common problem in developing countries and it is one blem in developing countries and it is one of the most important causes of morbidity of the most important causes of morbidity and mortality (Patel and mortality (Patel et al et al, 2001) . Lack of , 2001 ). Lack of
